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1 . Claims 1-3 1 are pending in the application and are currently under 
prosecution. 

2. Restriction to one of the following inventions is required under 35 U.S. C. 
§121. 

Group 1 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/diagnosis for determining the 
stage of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 141 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 141 != 1 .9xl0 243 . It is noted for Applicant's 
convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. Claims 2 and 3 will be examined as 
they are drawn to the elected invention. 
Group 2 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/diagnosis for determining the 
severity of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 141 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 141 != 1 .9xl0 243 . It is noted for Applicant's 
convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. Claims 2 and 3 will be examined as 
they are drawn to the elected invention. 
Group 3 consists of 1.9xl0 243 inventions. 
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Claims 1-6 are drawn to a method for screening/diagnosis for identifying a 
subject at risk of developing hepatoma, classified in Class 435, subclass 4, 7.1. 
It is noted that the claims are drawn to analyzing at least one of 141 distinct 
features. It is further noted that by factorial analysis, n!=number of 
combinations, the number of combinations claimed is 141 != 1.9xl0 243 . It is 
noted for Applicant's convenience that this is not an election of species 
requirement, but rather Applicant is required to specify and elect a single 
feature or a specific combination of features to be analyzed. Claims 2 and 3 will 
be examined as they are drawn to the elected invention. 
Group 4 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/diagnosis for monitoring the 
effect of therapy administered to a subject having hepatoma, classified in Class 
435, subclass 4, 7.1. It is noted that the claims are drawn to analyzing at least 
one of 141 distinct features. It is further noted that by factorial analysis, 
n!=number of combinations, the number of combinations claimed is 141 != 
1.9xl0 243 . It is noted for Applicant's convenience that this is not an election of 
species requirement, but rather Applicant is required to specify and elect a 
single feature or a specific combination of features to be analyzed. Claims 2 
and 3 will be examined as they are drawn to the elected invention. 
Group 5 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/prognosis for determining the 
stage of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 141 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 141 != 1.9xl0 243 . It is noted for Applicant's 
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convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. Claims 2 and 3 will be examined as 
they are drawn to the elected invention. 
Group 6 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/prognosis for determining the 
severity of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 141 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 141 != 1.9xl0 243 . It is noted for Applicant's 
convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. Claims 2 and 3 will be examined as 
they are drawn to the elected invention. 
Group 7 consists of 1.9xl0 243 inventions. 

Claims 1-6 are drawn to a method for screening/prognosis for identifying a 
subject at risk of developing hepatoma, classified in Class 435, subclass 4, 7.1. 
It is noted that the claims are drawn to analyzing at least one of 141 distinct 
features. It is further noted that by factorial analysis, n!=number of 
combinations, the number of combinations claimed is 141 != 1.9xl0 243 . It is 
noted for Applicant's convenience that this is not an election of species 
requirement, but rather Applicant is required to specify and elect a single 
feature or a specific combination of features to be analyzed. Claims 2 and 3 will 
be examined as they are drawn to the elected invention. 
Group 8 consists of 1.9xl0 243 inventions. 
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Claims 1-6 are drawn to a method for screening/prognosis for monitoring the 
effect of therapy administered to a subject having hepatoma, classified in Class 
435, subclass 4, 7.1. It is noted that the claims are drawn to analyzing at least 
one of 141 distinct features. It is further noted that by factorial analysis, 
n!=number of combinations, the number of combinations claimed is 141 != 
1 .9xl0 243 . It is noted for Applicant's convenience that this is not an election of 
species requirement, but rather Applicant is required to specify and elect a 
single feature or a specific combination of features to be analyzed. Claims 2 
and 3 will be examined as they are drawn to the elected invention. 
Group 9 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/diagnosis for determining the 
stage of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 27 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 27!= 1 .lxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
required to specify and elect a single feature or a specific combination of 
features to be analyzed. . 
Group 10 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/diagnosis for determining the 
severity of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 27 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 27!= l.lxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
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required to specify and elect a single feature or a specific combination of 

features to be analyzed. . 

Group 11 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/diagnosis for identifying a 
subject at risk of developing hepatoma, classified in Class 435, subclass 4, 7.1. 
It is noted that the claims are drawn to analyzing at least one of 27 distinct 
features. It is further noted that by factorial analysis, n!=number of 

28 j 

combinations, the number of combinations claimed is 27 != 1 . 1x10 . It is noted 
for Applicant's convenience that this is not an election of species requirement, 
but rather Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. . 
Group 12 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/diagnosis for monitoring the 
effect of therapy administered to a subject having hepatoma, classified in Class 
435, subclass 4, 7.1. It is noted that the claims are drawn to analyzing at least 
one of 27 distinct features. It is further noted that by factorial analysis, 
n!=number of combinations, the number of combinations claimed is 27!= 
l.lxlO 28 . It is noted for Applicant's convenience that this is not an election of 
species requirement, but rather Applicant is required to specify and elect a 
single feature or a specific combination of features to be analyzed. . 
Group 13 consists of 1.1x10 inventions. 

Claims 7-9 are drawn to a method for screening/prognosis for determining the 
stage of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 27 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
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combinations claimed is 27!= l.lxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
required to specify and elect a single feature or a specific combination of 
features to be analyzed. . 
Group 14 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/prognosis for determining the 
severity of hepatoma, classified in Class 435, subclass 4, 7.1. It is noted that the 
claims are drawn to analyzing at least one of 27 distinct features. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 27!= l.lxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
required to specify and elect a single feature or a specific combination of 
features to be analyzed. . 
Group 15 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/prognosis for identifying a 
subject at risk of developing hepatoma, classified in Class 435, subclass 4, 7.1. 
It is noted that the claims are drawn to analyzing at least one of 27 distinct 
features. It is further noted that by factorial analysis, n!=number of 
combinations, the number of combinations claimed is 27 != 1 . 1x10 . It is noted 
for Applicant's convenience that this is not an election of species requirement, 
but rather Applicant is required to specify and elect a single feature or a specific 
combination of features to be analyzed. . 
Group 16 consists of l.lxlO 28 inventions. 

Claims 7-9 are drawn to a method for screening/prognosis for monitoring the 
effect of therapy administered to a subject having hepatoma, classified in Class 
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435, subclass 4, 7.1. It is noted that the claims are drawn to analyzing at least 
one of 27 distinct features. It is further noted that by factorial analysis, 
n!=number of combinations, the number of combinations claimed is 27!= 
1 . lxlO 28 . It is noted for Applicant's convenience that this is not an election of 
species requirement, but rather Applicant is required to specify and elect a 
single feature or a specific combination of features to be analyzed. . 
Group 17 consists of 27 inventions. 

Claims 10-1 1 and 12 as it is are drawn to an antibody that binds to one of 27 
features method for screening/prognosis for monitoring the effect of therapy 
administered to a subject having hepatoma, classified in Class 540, subclass 
387. 1 . It is noted for Applicant's convenience that this is not an election of 
species requirement, but rather Applicant is required to specify and elect an 
antibody specific for a single feature claimed. 
Group 18 consists of l.lxlO 28 inventions. 

Claim 12 is drawn to a preparation comprising at least one of the 27 isoforms 
claimed in claim 12, classified in Class 530 subclass 350. It is noted that the 
claims are drawn to a preparation comprising at least one of 27 distinct 
isoforms. It is further noted that by factorial analysis, n!=number of 
combinations, the number of combinations claimed is 27!= l.lxlO 28 . It is 
noted for Applicant's convenience that this is not an election of species 
requirement, but rather Applicant is required to specify and elect a single 
isoform or a specific combination of isoforms to be analyzed. 
Group 19 consists of 27 inventions. 

Claims 13-14 are drawn to a method of treating/preventing hepatoma 
comprising administering an antibody of claim 10, classified in Class 424 
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subclass 130.1 . It is noted that the claims are drawn to methods of treating with 
27 distinct antibodies. It is noted for Applicant's convenience that this is not 
an election of species requirement, but rather Applicant is required to specify 
and elect an antibody against a single antigen for examination. 
Group 20 consists of 27 inventions. 

Claim 15 is drawn to a method of treating/preventing hepatoma comprising 
administering a nucleic acid encoding one of the 27 HPIs claimed in claim 15, 
classified in Class 536 subclass 23.1. It is noted that the claims are drawn to 
methods of treating with 27 distinct nucleic acids. It is noted for Applicant's 
convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a nucleic acid encoding a single HPI 
for examination. 

Group 21 consists of l.lxlO 28 inventions. 

Claims 16-17 are drawn to method of treating/preventing hepatoma comprising 
administering a nucleic acid that inhibits the expression of one or more of the 
27 HPIs claimed in claiml6, classified in Class 536 subclass 23.1. It is noted 
that the claims are drawn to methods of treating with 27 distinct nucleic acids 
inhibitors. It is further noted that by factorial analysis, n!=number of 
combinations, the number of combinations claimed is 27!= 1 .1x10 . It is 
noted for Applicant's convenience that this is not an election of species 
requirement, but rather Applicant is required to specify and elect a single 
inhibitor or a specific combination of inhibitors for examination. 
Group 22 consists of l.lxlO 28 inventions. 

Claims 16-17 are drawn to method of treating/preventing hepatoma comprising 
administering a nucleic acid that inhibits the function of one or more of the 27 
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HPIs claimed in claiml6, classified in Class 536 subclass 23.1. It is noted that 
the claims are drawn to methods of treating with 27 distinct nucleic acids 
inhibitors. It is further noted that by factorial analysis, n!=number of 

28 

combinations, the number of combinations claimed is 27!= 1.1x10 . It is 
noted for Applicant's convenience that this is not an election of species 
requirement, but rather Applicant is required to specify and elect a single 
inhibitor or a specific combination of inhibitors for examination. 
Group 23 consists of 27 inventions. 

Claims 18 is drawn to method of screening for agents that interact an HPI, 
classified in Class 435, subclass 4, 7.1 It is noted that the claims are drawn to 
methods of treating with screening 27 HPIs. It is noted for Applicant's 
convenience that this is not an election of species requirement, but rather 
Applicant is required to specify and elect a single HPI for examination. 
Group 24 consists of 27 inventions. 

Claims 19 is drawn to an in vitro cell method of screening for agents that 
modulate the expression of an HPI, classified in Class 435, subclass 4, 7.1 It is 
noted that the claims are drawn to methods of screening 27 HPIs. It is noted 
for Applicant's convenience that this is not an election of species requirement, 
but rather Applicant is required to specify and elect a single HPI for 
examination. 

Group 25 consists of 27 inventions. 

Claims 19 is drawn to an in vitro cell method of screening for agents that 
modulate the activity of an HPI, classified in Class 435, subclass 4, 7.1 It is 
noted that the claims are drawn to methods of screening 27 HPIs. It is noted 
for Applicant's convenience that this is not an election of species requirement, 
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but rather Applicant is required to specify and elect a single HPI for 
examination. 

Group 26 consists of 27 inventions. 

Claims 20-21 are drawn to an in vivo method of screening for agents that 
modulate the expression of an HPI, classified in Class 424, subclass 130.1. It is 
noted that the claims drawn to methods of screening 27 HPIs. It is noted for 
Applicant's convenience that this is not an election of species requirement, but 
rather Applicant is required to specify and elect a single HPI for examination. 
Group 27 consists of 27 inventions. 

Claims 20-21 are drawn to an in vivo method of screening for agents that 
modulate the activity of an HPI, classified in Class 424, subclass 130.1. It is 
noted that the claims are drawn to methods of screening 27 HPIs. It is noted 
for Applicant's convenience that this is not an election of species requirement, 
but rather Applicant is required to specify and elect a single HPI for 
examination. 

Group 28 consists of 27 inventions. 

Claims 22-24 are drawn to an in vitro cell-free method of screening for agents 
that modulate the activity of an HPI, classified in Class 435, subclass 4, 7.1 It 
is noted that the claims are drawn to methods of screening 27 HPIs. It is noted 
for Applicant's convenience that this is not an election of species requirement, 
but rather Applicant is required to specify and elect a single HPI for 
examination. 

Group 29 consists of one invention 
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Claims 25-29 are drawn to an isolated nucleic acid molecule that hybridizes to 
HPI-13, a vector and host cell comprising said molecule, classified in Class 
536, subclass 23.1. 
Group 30 consists of one invention 

Claims 25-29 are drawn to an isolated nucleic acid molecule that hybridizes to 
HPI-21, a vector and host cell comprising said molecule, classified in Class 
536, subclass 23.1. 

Group 31 consists of LlxlO 28 inventions. 

Claims 30-31 are drawn to method of screening/diagnosis of hepatoma for 
monitoring the effect of an anti-hepatoma drug or therapy, classified in Class 
536 subclass 23.1. It is noted that the claims are drawn to methods of 
screening/diagnosis with probes to 27 distinct nucleic acids. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 27!= LlxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
required to specify and elect a single probe or a specific combination of probes 
for examination of the claimed assay. 
Group 32 consists of LlxlO 28 inventions. 

Claims 30-31 are drawn to method of screening/prognosis of hepatoma for 
monitoring the effect of an anti-hepatoma drug or therapy, classified in Class 
536 subclass 23.1 . It is noted that the claims are drawn to methods of 
screening/diagnosis with probes to 27 distinct nucleic acids. It is further 
noted that by factorial analysis, n!=number of combinations, the number of 
combinations claimed is 27!= l.lxlO 28 . It is noted for Applicant's convenience 
that this is not an election of species requirement, but rather Applicant is 
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required to specify and elect a single probe or a specific combination of probes 
for examination of the claimed assay. Claim 31 will be examined as it is drawn 
to the elected invention. 
3. It is noted that claim 1 of Groups 1-8 is a linking claim. 

Claim 1 recited in each of Groups 1-8 above, links inventions (A-C). The 
restriction requirement among the linked inventions is subject to the nonallowance 
of the linking claim(s), claim 1 . Upon the allowance of the linking claim(s), the 
restriction requirement as to the linked inventions shall be withdrawn and any 
claim(s) depending from or otherwise including all the limitations of the allowable 
linking claim(s) will be entitled to examination in the instant application. 
Applicant(s) are advised that if any such claim(s) depending from or including all 
the limitations of the allowable linking claim(s) is/are presented in a continuation 
or divisional application, the claims of the continuation or divisional application 
may be subject to provisional statutory and/or nonstatutory double patenting 
rejections over the claims of the instant application. Where a restriction 
requirement is withdrawn, the provisions of 35 U.S.C. 121 are no longer 
applicable. In re Ziegler, 44 F.2d 1211, 1215, 170 USPQ 129, 131-32 (CCPA 
1971). See also MPEP. 804.01. 

For each of the inventions of Groups 1-8, restriction to one of the following 
is also required under 35 USC121. 

(A) the claimed method in combination with an assay for Hepatitis B 

(B) the claimed method in combination with an assay for Hepatitis C 

(C) the claimed method in combination with an assay for Hepatitis B and C 
For each of the inventions of Group 1 and (A)-(C) above, restriction to one of 
the following is also required under 35 USC121 . Therefore, election is 
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required of one of the inventions of Group 1 and one of inventions (A)-(C). It 
is noted that this is not an election of species requirement in that each of the 
linked groups consists of one of the inventions of Group 1, and one of 
inventions (A)-(C) above. Claims 1-6 will be examined as they are drawn to 
the specifically elected invention. 

4. The inventions are distinct, each from the other because of the following 

reasons: 

Inventions 17-18, 29, 30 as disclosed are biologically and chemically 
distinct, unrelated in structure and function, made by and used in different methods 
and are therefore distinct inventions. 

Inventions 1-16, 19-28, 31-32 are materially distinct methods which differ at 
least in objectives, method steps, reagents and/or dosages and/or schedules used, 
response variables, and criteria for success. 

The inventions of Groups 17 and 1-16, 19, 28 are related as product and 
process of use. The inventions can be shown to be distinct if either or both of the 
following can be shown: (i) the process for using the product as claimed can be 
practiced with another materially different product or (ii) the product as claimed 
can be used in a materially different process of using that product [see 
MPEP § 806.05(h)]. In the instant case the antibody product claimed can be used 
in a materially different process such as production of anti-idiotypic antibodies. 

The inventions of Groups 18 and 1-16, 23-28 are related as product and 
process of use. The inventions can be shown to be distinct if either or both of the 
following can be shown: (i) the process for using the product as claimed can be 
practiced with another materially different product or (ii) the product as claimed 
can be used in a materially different process of using that product [see 
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MPEP § 806.05(h)]. In the instant case the polypeptide products claimed can be 
used in a materially different process such as production of antibodies. 

The inventions of Group 29 and 20-22, 31-32 as they are drawn to HPI-13 
are related as product and process of use. The inventions can be shown to be 
distinct if either or both of the following can be shown: (i) the process for using the 
product as claimed can be practiced with another materially different product or 
(ii) the product as claimed can be used in a materially different process of using 
that product [see MPEP § 806.05(h)]. In the instant case the HPI-13 product 
claimed can be used in a materially different process such as production of the 
encoded polypeptide. 

The inventions of Group 30 and 20-22, 31-32 as they are drawn to HPI-21 
are related as product and process of use. The inventions can be shown to be 
distinct if either or both of the following can be shown: (i) the process for using the 
product as claimed can be practiced with another materially different product or 
(ii) the product as claimed can be used in a materially different process of using 
that product [see MPEP § 806.05(h)]. In the instant case the HPI-21 product 
claimed can be used in a materially different process such as production of the 
encoded polypeptide. 

The inventions of Groups 29 and 30 are not at all related to Groups 1-16, 19, 
23-28 or to Groups 20-22, 31-32 as they are drawn to HPIs other than 13 and 21 
because the inventions of Groups 29 and 30 are not used in any of the methods of 
Groups 1-16, 19, 23-28 or to Groups 20-22, 31-32 as they are drawn to HPIs other 
than 13 and 21. 
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The inventions of Group 17 and 1-16, 20-8, 31-32 are not at all related 
because the inventions of Group 17 is not used in any of the methods of Groups 1- 
16, 20-8,31-32. 

The inventions of Groups 18 and 19-22, 31-32 are not at all related because 
the inventions o Group 17 are not used in any of the methods of Groups 19-22, 31- 
32. 

Further, the inventions of Groups 1-16, 18, 21-22, 31-32 are related as 
combination and subcombination. Inventions in this relationship are distinct if it 
can be shown that (1) the patentability of the combination does not rely necessarily 
and solely on the patentability of any one subcombination and (2) that the 
subcombination has utility by itself or in other combinations (MPEP . 806.05(c)). 
In the instant case, the patentability of the combinations do not rely necessarily and 
solely on the patentability of any one subcombination as clearly evidenced by the 
plural subcombinations claimed. Further, each of the subcombinations has utility 
by itself because each of the subcombinations are useful for screening for or 
treating different variables and different markers. Thus the claims are distinct as 
required by MPEP 806.05(c). 

5. Because these inventions are distinct for the reasons given above and have 
acquired a separate status in the art as shown by their different classification and/or 
recognized divergent subject matter, restriction for examination purposes as 
indicated is proper. 

6. This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S. C, 103, the examiner presumes that the 
subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
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Applicant is advised of the obligation under 37 C.F.R.. 1.56 to point out the 
inventor and invention dates of each claim that was not commonly owned at the 
time a later invention was made in order for the examiner to consider the 
applicability of potential 35 U.S.C.. 102(f) or (g) prior art under 35 U.S.C. 
. 103. 

7 . Applicant is reminded that upon the cancellation of claims to a non- 
elected invention, the inventorship must be amended in compliance with 37 
C.F.R, 1.48(b) if one or more of the currently named inventors is no longer an 
inventor of at least one claim remaining in the application. Any amendment of 
inventorship must be accompanied by a diligently-filed petition under 37 
C.F.R.. 1 .48(b) and by the fee required under 37 C.F.R.. 1.17(h). 

8. Applicant is advised that the response to this requirement to be complete 
must include an election of the invention to be examined even though the 
requirement be traversed. 

9. Any inquiry concerning this communication or earlier communications 
from the examiner should be directed to Susan Ungar, PhD whose telephone 
number is (571) 272-0837. The examiner can normally be reached on Monday 
through Friday from 7:30am to 4pm. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Jeffrey Siew, can be reached at (571) 272-0787. The fax 
phone number for this Art Unit is (703) 872-9306. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the Group receptionist whose telephone number is 
(703) 308-0196. 

Effective, February 7, 1998, the Group and/or Art Unit location of your application 
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in the PTO has changed. To aid in correlating any papers for this application, all 
further correspondence regarding this application should be directed to Group Art 
Unit 1642. / b 

ji^K W/< 

Susan Ungar, PhD p 
Primary Patent Examiner 
September 14, 2004 



